Abstract: A case of exuberant pretibial mucinosis in a patient with normal thyroid function is reported. A review of literature on possible etiologies other than thyroid disease for the accumulation of mucin in the pretibial area is presented. In the patient described, it is possible that vascular insufficiency is involved. However, this is not the only factor responsible for the accumulation of mucin, since there are still unidentified causes and many patients with vascular diseases do not develop similar injuries.
INTRODUCTION
Pretibial mucinosis is a build-up of dermal mucin in the front portion of legs. Although the terms myxedema and pretibial mucinosis have been used as synonyms, pretibial myxedema must be reserved for patients with thyroid disease. 1 Other etiologies have been suggested for the accumulation of pretibial mucin, including cases of uncertain causes.
We report a case of pretibial mucinosis with exuberant clinical manifestations and discuss its possible causes in patients without thyroid dysfunction.
CASE REPORT
Female patient, 70 years old, phototype III, retired, sought medical attention due to 10-year-old lesions that progressively increased in number and size. She was a smoker, with a history of bilateral saphenectomy at 24 years of age and ischemic stroke at 62. A dermatological examination revealed erythematous papules of translucent surface, some of them confluent forming well-delimited plaques affecting mainly the pretibial region ( Figure 1 ).
Laboratory investigation did not show alterations, including TSH, free T4, anti-peroxidase, anti-thyroglobulin and anti-TSH receptor antibodies. Echo-doppler of lower limbs showed venous and lymphatic insufficiency.
Histopathological examination demonstrated, with hematoxylin-eosin staining, loss of collagen-fiber deposition, discrete perivascular infiltrate, prominent fibroblasts and presence of hemosiderin; with Alcian Blue staining, mucin deposition across the entire dermal thickness (Figures 2 and 3 ).
DISCUSSION
Cutaneous mucinosis is a heterogeneous group of diseases caused by an abnormal accumulation of dermal mucin, an amorphous substance composed mainly of hyaluronic acid and glycosaminoglycans, uncommon in the pretibial region. 1, 2 Even though the terms pretibial myxedema and pretibial mucinosis have been frequently used as synonyms, pretibial myxedema is a kind of mucinosis associated with autoimmune thyroid disease. 1 Pretibial myxedema is a rare cutaneous manifestation, occurring in up to 4% of patients with Graves disease, and less frequently in patients with Hashimoto's thyroiditis. 1, 3 Although usually limited to the pretibial area, it has also been described in other regions, with terms like thyroid dermopathy or localized myxedema being considered the most appropriate ones. 1, 3 In initial case reports of pretibial mucinosis in patients with normal thyroid function it was still questioned if they would develop thyroid disease in the future. 4, 5 Later other conditions that could lead to pretibial mucin deposition, among those trauma, venous insufficiency, lymphedema and obesity were described. 1 In 2002 Kim et al reported a case of pretibial mucinosis in a patient without evidence of autoimmune thyroid disease. This patient presented the symptom after a car crash trauma with subsequent venous insufficiency, lymphedema and recurring cellulitis on the lower limbs. 6 In 2006 Tokuda et al reported 3 cases of pretibial mucinosis in patients with morbid obesity and chronic edema of lower limbs. 7 In 2009 Rongioletti et al described 5 patients with similar symptoms to the ones described by Tokuda. 8 In 2010 Pugashetti, R et al described two cases of dermal mucinosis in the lower extremities as a sign of venous insufficiency.
The mechanism of dermal mucin accumulation in a stasis context is still uncertain, but hypoxia may be a determinant. 2 Venous insufficiency leads to decreasing levels of oxygen and extravasation of plasma proteins, such as albumin and coagulation factors. Formation of microthrombi worsens ischemia and triggers angiogenesis, while albumin and other plasma proteins increase production of mucopolysaccharides. Stasis in protein-rich lymph fluid in chronic lymphedema may stimulate mucin production in a similar way. The most frequent histopathological features found in those with Graves disease were normal aspect of collagen in superficial papillary dermis and mucin deposition in the reticular dermis. In cases without thyroid disease, characteristic findings were mucin deposition in the superficial papillary dermis, angioplasty and presence of hemosiderin. Biopsies of patients with stasis were also evaluated; most of them presented accumulation of mucin in the papillary dermis and none in the reticular dermis.
That study suggested that pretibial mucinosis could occur in patients without thyroid disease. In these patients, histopathology showed both deposition of mucin and typical findings of stasis. They concluded that pretibial mucinosis could result from stasis or Graves disease and that the histopathological findings would allow an accurate differentiation of the two conditions. 9 However, the differential diagnosis of pretibial mucinosis must not be restricted to these two pathologies in view of the existence of other etiologies already mentioned and cases of still uncertain etiology.
In the patient reported, venous and lymphatic insufficiency are probable contributors but are possibly not the only responsible for mucin accumulation, for not all causes of pretibial mucinosis have been properly described up to the present day and most patients with vascular insufficiency do not develop such exuberant lesions. More studies are necessary on the subject so that its causes can be more accurately identified.
As for the treatment, many options have been used with varied results. Topical corticoids applied with occlusion and compression therapy are local treatments which have been effective in reducing the lesions. Other options that present greater risk, such as intralesional and oral corticosteroids, as well as plasmapheresis, intravenous immunoglobulin, octreotide and pentoxifylline have shown unsatisfactory responses. Grafts and surgical excision have high rates of recurrence. More recently there has been a report of a carbon dioxide laser showing good results.
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